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DETAILED ACTION 
Formal Matters 

1 . The response filed 22 January 2007 is acknowledged. Response to Applicants 
arguments is found below. 

Response to Arguments 
Rejections Maintained 
Claim Rejections - 35 USC § 102 

2. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form 
the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

3. The rejection of claims 1,2, 3, 4, 5, 6, 9, 10, 13, 18. 19, 20, 21 and 22 under 35 
U.S.C. 102(b) as being anticipated by Nicholson et al. (Clin Exp Pharmacol Physiol. 
1993; 20: 535-540— reference CT on IDS submitted on 18 August 2006) is 
maintained for reasons of record (as set forth at pages 10-11 of the Office action 
mailed 6 November 2006) and the following. 

4. Applicants argue at p. 3, 1 st full paragraph that claim 1 recites "calculating a relative 
change in the marker related to the BNP level, and that the relative change in BNP 
level is defined a the change in the BNP level immediately after exercise as 
compared to the baseline level, and a baseline BNP level is defined as the BNP 
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level before a specific event, for example, the BNP level after exercise is compared 
to a baseline before exercise. 

5. Applicants further argue at p. 3, 2 nd paragraph that the claim 1 recites the limitation 
"wherein coronary artery disease is detected if the relative change in the marker 
related to BNP after cardiac stress is greater than a predetermined clinically effective 
threshold value, and that paragraph [0057] of the specification clearly states that 
clinically effective threshold value refers to relative changes in BNP levels with a 
predetermined threshold value correctly indicating the presence or absence of the 
disease condition or syndrome, and that resting BNP levels in Nicholson are values 
corresponding at a point in time before exercise and are not values corresponding to 
a change in NBP levels, much less to a relative change in BNP levels. 

6. Applicants further argue at p. 3, 2 nd full paragraph that in Nicholson coronary artery 
disease is not detected in a mammal if the change in marker related to BNP after 
cardiac stress is greater than a predetermined clinically effective threshold value, if 
the predetermined clinically effective threshold value is taken as the resting BNP 
levels. Applicants point out that looking at plasma BNP basal (resting BNP levels) 
and BNP peak (BNP levels at exercise completion) for patients 1-16 in Table 1, one 
could assume that the values imply a change in BNP levels, for example, patient 1 
would have a change in BNP level of 8. If the clinically effective threshold value is 
taken as 27, the resting BNP level for patient 1, patient 1 would not be considered to 
suffer from coronary heart disease since 8 is less than 27 and that the same 
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analysis applies to patients 2-16. This method would not detect coronary heart 
disease in patients 1-16. 
7. These arguments have been fully considered, but are not found persuasive for the 
following reasons. Applicants state that "calculating a relative change in the marker 
related to the BNP level, and that the relative change in BNP level is defined a the 
change in the BNP level immediately after exercise as compared to the baseline 
level, and a baseline BNP level is defined as the BNP level before a specific event, 
for example, the BNP level after exercise is compared to a baseline before exercise, 
and Nicholson does exactly that (see Figure 1). Nicholson does compare patients 
with disease to patients with no disease, which is clear from Figure 1 , and at p. 539, 
left column, last paragraph they state: "[compared] with normal subjects the resting 
levels of cardiac peptides tended to be increased in our patients with a history of 
ischemic heart disease... This difference between patient and control was further 
enhanced during exercise...", thus it flows from this text that a relative change was 
considered. Because resting and peak exercise levels of ANP and BNP were 
measured in both diseased and controls, the resting BNP levels of controls recorded 
in Nicholson et al. could serve as a threshold value, and would meet the definition of 
"clinically effective threshold value refers to relative changes in BNP levels with a 
predetermined threshold value correctly indicating the presence or absence of the 
disease condition or syndrome," as defined at paragraph [0057] of the specification. 
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Claim Rejections - 35 USC § 103 

8. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: The following is a quotation of 
35 U.S.C. 103(a) which forms the basis for all obviousness rejections set forth in this 
Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

9. This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the 
various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the 
obligation under 37 CFR 1.56 to point out the inventor and invention dates of each 
claim that was not commonly owned at the time a later invention was made in order 
for the examiner to consider the applicability of 35 U.S.C. 103(c) and potential 35 
U.S.C. 102(e), (f) or (g) prior art under 35 U.S.C. 103(a). 

10. The rejection of claims 1, 9 and 10 under 35 U.S.C. 103(a) as being unpatentable 
over Nicholson et al. as applied to claims 1, 2, 3, 4, 5, 6, 9, 10, 13, 18, 19, 20, 21 
and 22 above, and further in view of Tavel (Chest, 2001; 119: 907-925) as set forth 
at p. 12 in the Office action mailed 6 November 2006, is maintained for reasons of 
record and the following. 

1 1. Applicants argue that because the claim limitations are not taught or suggested by 
Nicholson nor Nicholson in view of Tavel, the rejection under 35 U.SC. 103 falls. 
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12. This argument has been fully considered but is not found persuasive for the reasons 
outlined in paragraph 7. 

13. The rejection of claims 1, 15, 16 and 17 under 35 U.S.C. 103(a) as being 
unpatentable over Nicholson et al. as applied to claims 1, 2, 3, 4, 5, 6, 9, 10, 13, 18, 
19, 20, 21 and 22 as set forth at pages 10-11 of the Office action mailed 6 
November 2006, and further in view of Raza et al. (Inter J Cardio. 2001; 31: 157- 
167) as set at pages 12 and 13 of the Office action mailed 6 November 2006 is 
maintained for reasons of record and the following. 

14. Applicants argue that because the claim limitations are not taught or suggested by 
Nicholson nor Nicholson in view of Raza, the rejection under 35 U.SC. 103 falls. 

15. This argument has been fully considered but is not found persuasive for the reasons 
outlined in paragraph 7. 

16. The rejection of claims 1, 2, 3,4, 5, 6, 7, 8, 9, 11, 12, 14, 18, 19, 20, 21, 22, 23, 24, 
25, 26, 27, 28, 29, 30, 31, 32, 34, 36, 40, 41, 42, 43, 44 under 35 U.S.C. 103(a) as 
being unpatentable over Marumoto et al. as set forth at pages 3-7 of the in the 
previous Office action mailed 6 November 2006 is maintained for reasons of record 
and the following. 

17. Applicants argue at p. 6, 1 st paragraph that claim 1 recites "calculating a relative 
change in the marker related to the BNP level, and that "the relative change in BNP 
level" is defined as "the change in the BNP level immediately after exercise as 
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compared to the baseline level," and the Examiner is directed to see specification, 
paragraph [0050], where examples are given. A "baseline BNP" level is defined as 
"the BNP level before a specific event," for example, "the BNP level after exercise is 
compared to a baseline BNP level before exercise," see [0050]. 

18. Applicants assert in the same paragraph that the Examiner's statement that "Figure 
2 of Marumoto clearly suggests that taking BNP levels any time from peak exercise 
to 30 minutes post-exercise would show a difference in BNP levels between healthy 
and heart diseased patients" is a wholly inaccurate statement. 

19. Applicants point out in the same paragraph that Figure 2 plots BNP levels at rest, 
peak exercise and 30 minutes after exercise. Even if it would have been obvious to 
measure BNP levels at any time from peak exercise to 30 minutes post-exercise and 
plot this number in Figure 2, the claim limitation at hand would still not be met, 
because measuring BNP levels at a time post-cardiac stress does not render 
obvious calculating a relative change in BNP. 

20. Applicants argue at p. 6, 2 nd paragraph that claim 1 recites the limitation "wherein 
coronary artery disease is detected in said mammal if the relative change in marker 
related to BNP after cardiac stress is greater than a predetermined clinically effective 
threshold value," and that the term "clinically effective threshold value" is discussed 
in paragraphs [0053] through [0057] of Applicants' specification, wherein it states: 
"clinically effective threshold value" refers to relative changes in BNP levels with a 
predetermined threshold value correctly indicating the presence or absence of the 
disease, condition, or syndrome. Applicants point out that resting BNP levels in 
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Marumoto are values corresponding to BNP levels at a point in time, before 
exercise, and are not values corresponding to a change in BNP levels, much less to 
a relative change in BNP levels. 

21. Applicants argue at p. 7, 1 st paragraph that the resting BNP levels in Marumoto are 
values corresponding to BNP levels at a point in time before exercise, and are not 
values corresponding to a change in BNP levels, much less to a relative change in 
BNP levels. 

22. At pages 7-8 of their Response, Applicants offer the same arguments to rebut the 
rejection of independent claim 23 and its dependent claims, but since the arguments 
are not substantively different than those rebutting claim 1 , in the interest of brevity 
and clarity, all the arguments will be addressed below. 

23. Applicants argue that because the claim limitations of 1 and 23 are not met, the 
rejection under 35 U.S.C 103 of the dependent claims 2-9, 11, 12, 14, 18-22,24-32, 
34, 36 and 40-44 must fall. 

24. These arguments have been fully considered but are not found persuasive for the 
following reasons. Figure 2 of Marumoto clearly shows that BNP levels at rest, peak 
exercise and 30 minutes after exercise were measured in both diseased and normal 
individuals. Marumoto clearly suggests that taking measurements immediately after 
exercise because the difference in the BNP levels between diseased and controls 
are most striking at immediately following peak exercise, when the distance between 
the points is the greatest; 30 minutes post exercise, the gap begins to close, 
although there is still a significant difference. The person of ordinary skill in the art 
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would clearly have suggestion and motivation to carry out the invention as claimed 
based on Figure 2, which graphically shows a difference in BNP levels in diseased 
individuals relative to well individuals post exercise. Interestingly enough, Figure 2 
of Marumoto also teaches that BNP levels between diseased and normal individuals 
are similar, and only increase post exercise in those who are diseased, thus 
suggesting to the person of ordinary skill in the art that resting levels of BNP in 
diseased individuals could serve as a threshold, i.e., the sensitivity of the test is in 
measuring differences after peak exercise, not at rest. Marumoto clearly suggests 
all the elements of the independent claim, namely measurement of a baseline BNP 
in diseased and control individuals, motivation to measure the BNP levels 
immediately post exercise, and a graphical comparison of the relative change (which 
by necessity, had to have been calculated, since graphs are representations of 
numerical data). Furthermore, Applicants' argument that the resting BNP levels in 
Marumoto are values corresponding to BNP levels at a point in time before exercise, 
and are not values corresponding to a change in BNP levels, much less to a relative 
change in BNP levels is not persuasive, since Applicants themselves state that a 
"baseline BNP" level is defined as "the BNP level before a specific event," for 
example, "the BNP level after exercise is compared to a baseline BNP level before 
exercise," see [0050] at p. 6, paragraph 1 of their arguments. 



25. The rejection of claims 1, 9, 10, 13, 23, 31, 32, 33 and 35 under 35 (JSC. 103(a) 
as being unpatentable over Marumoto et al as applied to claims 1, 2, 3, 4, 5, 6, 7, 8, 
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9, 11, 12, 14, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29, 30, 31, 32, 34, 36, 40, 41, 
42, 43, 44 above, and further in view of Tavel (Tavel, Chest. 2001; 119: 907-925) as 
set forth at p. 7-9 of the previous Office action mailed 6 November 2006 is 
maintained for reasons of record and the following. 

26. Applicants argue that because the claim limitations are not taught or suggested by 
Marumoto nor Marumoto in view of Tavel, the rejection under 35 U.SC. 103 falls. 

27. This argument has been fully considered but is not found persuasive for the reasons 
outlined in paragraph 24. 

28. The rejection of claims 1, 15, 16, 17, 23, 37, 38, 39 under 35 U.S.C. 103(a) as being 
unpatentable over Marumoto et al as applied to claims 1, 2, 3, 4, 5, 6, 7, 8, 9, 11, 12, 
14, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29, 30, 31, 32, 34, 36, 40, 41, 42, 43, 44 
above, and further in view of Raza et al. (Inter J Cardio. 2001; 31: 157-167) as set 
forth at p. 9-10 of the previous Office action mailed 6 November 2006 is maintained 
for reasons of record and the following. 

29. Applicants argue that because the claim limitations are not taught or suggested by 
Marumoto nor Marumoto in view of Raza, the rejection under 35 U.SC. 103 falls. 

30. This argument has been fully considered but is not found persuasive for the reasons 
outlined in paragraph 24. 
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Conclusion 

31 . No claims are allowed. 

32. THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1 . 1 36(a). 

33. A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and 
any extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing 
date of the advisory action. In no event, however, will the statutory period for reply 
expire later than SIX MONTHS from the mailing date of this final action. 
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34. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Christina Borgeest, whose telephone number is 571- 
272-4482. The examiner can normally be reached on Monday through Friday, 8:00 
a.m. to 4:30 p.m. 

35. If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Janet Andres can be reached on 571 272-0867. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273- 



36. Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published 
applications may be obtained from either Private PAIR or Public PAIR. Status 
information for unpublished applications is available through Private PAIR only. For 
more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from 

♦ 

a USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



8300. 



Christina Borgeest, Ph.D. 




